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A compn. for therapy or prophylaxis of disorders assocd. with undesirably 
high TNF levels, e.g. septic or endotoxic shock, immunoregulatory 
disorders, and inflammatory disorders comprises an antibody (or fragment 
thereof) to TNF and a xanthine deriv. (e.g. pentoxifylline or 
1- (5-hydroxy-5-methylhexyl) -3 -methylxanthine) . Thus, mice injected with 
Escherichia coli lipopolysaccharide were protected from its toxic action 
by prior injection of 0.1-30 mg hamster anti-mouse TNF antibody TN3 
19.12/kg and 1-300 mg pentoxif ylline/kg . 
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AB Chimeric antibodies contg. the complementarity-detg . region of mouse 

antibodies to human tumor necrosis factor .alpha. (hTNF . alpha . ) in a human 
antibody framework are prepd. These chimeric antibodies may be used for 
treatment of human patients suffering from or at risk of disorders assocd. 
with undesirably high levels of TNF. alpha., esp. for treatment of 
immunoregulatory and inflammatory disorders or of septic, 
endotoxic, or cardiovascular shock. Two chimeric antibodies were prepd. 
and tested for their affinity for hTNF . alpha . , and for their ability to 
neutralize TNF effects on L929 cells, and to protect baboons from septic 
shock. The chimeric and mouse (donor) antibodies performed equally well 
in these assays. 
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AB The mechanism of the immunosuppressive effects of glycine and its 

pathophysiological applications are discussed in this review. Glycine has 
been well characterized in spinal cord as an inhibitory neurotransmitter 
which activates a glycine -gated chloride channel (GlyR) expressed in 
postsynaptic membranes. Activation of the channel allows the influx of 
chloride, preventing depolarization of the plasma membrane and the 
potentiation of excitatory signals along the axon. Glycine has recently 
been shown to have similar inhibitory effects on several white blood 
cells, including hepatic and alveolar macrophages, neutrophils, and 
lymphocytes. Pharmacological analysis using a GlyR antagonist strychnine, 
chloride-free buffer, and radiolabeled chloride has provided convincing 
evidence to support the hypothesis that many white blood cells contain a 
glycine-gated chloride channel with properties similar to the spinal cord 
GlyR. Molecular analysis using reverse transcript ion-polymerase chain 
reaction and Western blotting has identified the mRNA and protein 
for the beta subunit of the GlyR in total RNA and purified membrane 
protein from rat Kupffer cells. Dietary glycine is protective in 
rat models against endotoxemia, liver ischemia-reperf usion, and liver 
transplantation, most likely by inactivating the Kupffer cell via this 
newly identified glycine-gated chloride channel. Glycine also prevents the 
growth of B16 melanomas cell in vivo. Moreover, dietary glycine is 
protective in the kidney against cyclosporin A toxicity and 
ischemia-reperfusion injury. Glycine may be useful clinically for the 
treatment of sepsis, adult respiratory distress syndrome, 
arthritis, and other diseases with an inflammatory component. 



